
1-48 . (Canceled) 

49. (Currently Amended) A method for treating or preventing a 
disease characterized by beta-amyloid deposits in the brain 
comprising administering to a patient an effective therapeutic 
amount of a hydroxyethylene compound of the formula 




where Ri is: 

(I) Ci-C 6 alkyl, unsubstituted or substituted with one, 
two or three C1-C3 alkyl, -F, -CI, -Br, -I, -OH, - 
NH 2 , -C=N, -CF 3 , or -N 3 , 

(II) -(CH 2 )i- 2 -S-CH 3 , 

(III) -CH 2 -CH 2 -S-CH 3 , 

(IV) -CH 2 - (C 2 -Ce alkenyl) unsubstituted or substituted 

by one -F, 

(V) - (CH 2 ) 0-3- (Ri-aryi) where Ri- ary i is phenyl, 1- 
naphthyl, 2-naphthyl, indanyl, indenyl, 
dihydronaphthyl , tetralinyl unsubstituted or 
substituted on the aryl ring with one or two of 
the following substituents which can be the same or 
different : 

(A) C1-C3 alkyl, 

(B) -CF 3 , 

(C) -F, CI, -Br and -I, 
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(D) C1-C3 alkoxy, 

(E) -0-CF3, 

(F) -NH 2 , 

(G) -OH, or 

(H) -CsN f 

(VI) - (CH 2 ) ni~ (Ri-heteroaryi) where m is 0, 1, 2, or 3 and 

Rl-heteroaryl IS : 



(A) 


pyridinyl, 


(B) 


pyrimidinyl, 


(C) 


quinolinyl, 


(D) 


indenyl, 


(E) 


indanyl , 


(F) 


benzothiophenyl , 


(G) 


indolyl , 


(H) 


indolinyl, 


(I) 


pyridazinyl, 


(J) 


pyrazinyl , 


(K) 


isoindolyl, 


(L) 


isoquinolyl, 


(M) 


quinazolinyl, 


(N) 


quinoxalinyl, 


(0) 


phthalazinyl, 


(P) 


imidazolyl, 


(Q) 


isoxazolyl, 


(R) 


pyrazolyl, 


(S) 


oxazolyl, 


(T) 


thiazolyl , 


(U) 


indolizinyl, 


(V) 


indazolyl, 


(W) 


benzothiazolyl, 


(X) 


benz imidazolyl, 
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(Y) benzofuranyl, 

(Z) furanyl, 

(AA) thienyl, 

(BB) pyrrolyl, 

(CC) oxadiazolyl, 

( DD) thiadiazolyl, 

(EE) triazolyl, 

(FF) tetrazolyl, 

(GG) 1, 4-benzodioxan 

(HH) purinyl, 

(II ) oxazolopyridinyl, 

(J J) imidazopyridinyl , 

(KK) isothiazolyl, 

(LL) naphthyridinyl, 

(MM) cinnolinyl, 

(NN) -carbazolyl, 

(00) p-carbolinyl, 

( PP) isochromanyl, 

(QQ) chromanyl, 

(RR) furazanyl, 

( SS ) tetrahydroisoquinoline, 

(TT) isoindolinyl, 

(UU) isobenzotetrahydrof uranyl, 

(VV) isobenzotetrahydrothienyl, * 

(WW) isobenzothiophenyl, 

(XX) benzoxazolyl , or 

( YY) pyridopyridinyl, 
where the Ri-heteroaryi group is bonded to -(CH 2 )o-3~ by any ring atom 
of the parent RN-heteroaryi group substituted by hydrogen such that 
the new bond to the Ri-heteroaryi group replaces the hydrogen atom 
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and its bond, where heteroaryl is unsubstituted or substituted 
with one or two: 

(1) C1-C3 alkyl, 

(2) -CF 3 , 

(3) -F, CI, -Br, or -I, 

(4) C1-C3 alkoxy, 

(5) -O-CF3, 

(6) -NH 2 , 

(7) -OH, or 

(8) -C^N, 

with the proviso that when ni is zero Ri-heteroaryi is not bonded to 
the carbon chain by nitrogen, or 

(VII) - (CH2) ni - (Ri _ heterocycie) where ni is as defined above 

and 

Rl~"heterocycle IS I 



(A) 


morpholinyl, 




(B) 


thiomorpholinyl, 




(C) 


thiomorpholinyl S- 


oxide, 


(D) 


thiomorpholinyl S , 


S-dioxide, 


(E) 


piperazinyl , 




(F) 


homopiperazinyl , 




(G) 


pyrrolidinyl , 




(H) 


pyrrolinyl, 




(I) 


tetrahydropyranyl, 




(J) 


piperidinyl , 




(K) 


tetrahydrof uranyl , 


or 


(L) 


tetrahydrothiophenyl , 



where the Ri-heterocycie group is bonded by any atom of the parent 
Ri-heterocycie group substituted by hydrogen such that the new bond 
to the Ri-heteroaryi group replaces the hydrogen atom and its bond, 
where heterocycle is unsubstituted or substituted with one or 
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two: 

(1) =0, 

(2) C1-C3 alkyl, 

(3) -CF 3 , 

(4) -F, CI, -Br and -I, 

(5) C1-C3 alkoxy, 

(6) -0-CF 3 , 

(7) -NH 2 , 

(8) -OH, or 

(9) -C=N, 

with the proviso that when ni is zero Ri-heterocycie is not bonded to 
the carbon chain by nitrogen; 
where R2 is: 

(I) -H, 

(II) Ci-C 6 alkyl, or 

(III) - (CH 2 ) 0-4-R2-1 where R 2 -i is (C 3 -C 6 ) cycloalkyl, Ri_ 

aryl Or Ri-heteroaryl where Ri- ar yl and Ri-heteroaryl are as 

defined above, 
where R N is: 

(I) R N -i-X N - where X N is: 

(A) -CO-, 

(B) -SO2-, 

(C) -(CR'R")i_ 6 where R' and R" are the same or 
different and are -H or C1-C4 alkyl, 

(D) -C0-(CR'R")i- 6 -X N -i where X N _i is -0-, -S- and - 
NR'R"- and where R' and R" are as defined 
above, 

(E) a single bond; 
where R N _i is: 

(A) 

^N-aryl where R N -aryi is phenyl , 1-naphthyl and 

2-naphthyl unsubstituted or substituted with 
7 
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one, two, three or four of the following 
substituents which can be the same or different 
and are: 

(1) d-Ce alkyl, 

(2) -F, -CI, -Br, or -I, 

(3) -OH, 

(4) -N0 2 , 

(5) -CO-OH, 

(6) -ON, 

(7) -CO-NR n . 2 Rn-3 where R N - 2 and R N _ 3 are the 
same or different and are: 

(a) -H, 

(b) -Ci-C 6 alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH 2 , 

(c) -Ci-Ce alkyl unsubstituted or 
substituted with one to three -F, - 
CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 

(e) - (C1-C2 alkyl) - (C3-C7 cycloalkyl), 

(f) -(Ci-C 6 alkyl) -0-(d-C3 alkyl), 

(g) -Ci-C 6 alkenyl with one or two 

double bonds, 

(h) -Ci-C 6 alkynyl with one or two 

triple bonds, 

(i) -Ci-C 6 alkyl chain with one double 
bond and one triple bond, 

(j) -Ri-aryi where Ri- ar yi is as defined 

above, or 
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(k) -Ri-heteroaryl where Ri-heteroaryl IS as 

defined above, 

(8) -CO- (C3-C12 alkyl) , 

(9) -CO- (C 3 -C 6 cycloalkyl) , 

(10) -CO-Ri -heteroaryl where Rl-heteroaryl IS as 

defined above, 

(11) ~CO-Ri_heterocycle Where Ri-heterocycle is as 

defined above, 

(12) -CO-R N -4 where R N -4 is morpholinyl, 
thiomorpholinyl, piperazinyl, piper idinyl 
or pyrrolidinyl where each group is 
unsubstituted or substituted with one or 
two C1-C3 alkyl, 

(13) -CO-0-R N _5 where R N _ 5 is: 

(a) Ci-C 6 alkyl, or 

(b) - (CH 2 ) 0-2- (Ri-aryi) where Ri-aryi is as 
defined above, 

(14) -S0 2 -NR N _2R N -3 where R N _ 2 and R N _ 3 are as 
defined above, 

(15) -SO- (Ci-C 8 alkyl) , 

(16) -S0 2 -(C 3 -Ci2 alkyl) , 

(17) -NH-CO-0-R N -5 where R N _ 5 is as defined 

above, 

(18) -NH-CO-N(Ci-C 3 alkyl) 2 , 

(19) -N-CS-N(C a -C 3 alkyl) 2 , 

(20) -N(Ci-C 3 alkyl) -CO-R N -5 where R N - 5 is as 
defined above, 

(21) -NR n . 2 Rn-3 where R N _ 2 and R N _ 3 can be the 
same or different and are as defined 
above, 

(22) -R N -4 where R N - 4 is as defined above, 
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(23) -0-CO- (Ci-C 6 alkyl) , 

(24) -0-CO-N (C1-C3 alkyl) 2 , 

(25) -0-CS-N(Ci-C 3 alkyl) 2 , 

(26) -0- (Ci-C 6 alkyl) , 

(27) -0-(C 2 -C 5 alkyl) -C00H, 

(28) -S- (Ci-C 6 alkyl) , 

(29) C1-C6 alkyl unsubstituted or substituted 
with 1, 2, 3, 4, or 5 -F, 

(30) -0-(Ci-C 6 alkyl unsubstituted or 
substituted with 1, 2, 3, 4, or 5 -F, or 

(31) -0-<|), 
(B) -R N 

-heteroaryl where R N -heteroaryi is: 



(A) 


pyridinyl , 


(B) 


pyrimidinyl, 


(C) 


quinolinyl , 


(D) 


indenyl, 


(E) 


indanyl, 


(F) 


benzothiophenyl , 


(G) 


indolyl , 


(H) 


indolinyl, 


(I) 


pyridazinyl, 


(J) 


pyrazinyl, 


(K) 


isoindolyl, 


(L) 


isoquinolyl, 


(M) 


quinazolinyl, 


(N) 


quinoxalinyl, 


(0) 


phthalazinyl, 


(P) 


imidazolyl, 


(Q) 


isoxazolyl, 


(R) 


pyrazolyl, 


(S) 


oxazolyl, 
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(T) 

(0) 
(V) 

(W) 
(X) 
(Y) 
(Z) 
(AA 
(BB 
(CC 
(DD 
(EE 
(FF 
(GG 
(HH 

(II 
( J J 
(KK 
(LL 
(MM 
(NN 

(00 
(PP 
(QQ 

(RR 
(SS 
(TT 
(UU 
(VV 
(WW 
(XX 
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thiazolyl, 
indolizinyl, 
indazolyl, 
benzothiazolyl, 
benzimidazolyl, 
benzof uranyl, 
f uranyl, 
thienyl, 
pyrrolyl, 
oxadiazolyl, 
thiadiazolyl, 
triazolyl, 
tetrazolyl, 
1, 4-benzodioxan 
purinyl, 

oxazolopyridinyl, 
imidazopyridinyl , 
isothiazolyl, 
naphthyr idinyl , 
cinnolinyl, 
carbazolyl, 
(3-carbolinyl , 
isochromanyl, 
chromanyl, 
f urazanyl, 

tetrahydroisoquinoline, 
isoindolinyl, 

isobenzotetrahydrof uranyl, 
isobenzotetrahydrothienyl, 
isobenzothiophenyl, 
benzoxazolyl, or 
11 
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( YY) pyridopyridinyl, 
where the RN-heteroaryi group is bonded by any atom of the parent R N - 
heteroaryi group substituted by hydrogen such that the new bond to 
the Rw-heteroaryi group replaces the hydrogen atom and its bond, 
where heteroaryl is unsubstituted or substituted with one or 
two : 

(1) Ci-C 6 alkyl, 

(2) -F, -Cl f -Br, or - I, 

(3) -OH, 

(4) -N0 2 , 

(5) -CO-OH, 

(6) -ON, 

(7) -CO-NR n _ 2 Rn-3 where R N - 2 and R N _3 are 
the same or different and are: 

(a) -H, 

(b) -Ci-Ce alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH 2 , 

(c) -Ci-Ce alkyl unsubstituted or 
substituted with 1, 2, or 3 -F, 
-CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 
(e - (C1-C2 alkyl) - (C3-C7 

cycloalkyl) , 

(f) ~(Ci-C 6 alkyl) -0- (C1-C3 alkyl), 

(g) ~Ci-Ce alkenyl with one or two 
double bonds, 

(h) -Ci-Ce alkynyl with one or two 
triple bonds, 
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(i) -C1-C6 alkyl chain with one 

double bond and one triple bond, 
(j) -Ri-aryi where Ri- ar yi is as 
defined above, or 

(k) -Ri-heteroaryl where Ri-heteroaryl IS 

as defined above, 

(8) -CO-(C 3 -C 12 alkyl) , 

(9) -CO-(C 3 -C 6 cycloalkyl), 

(10) -CO-Ri-heteroaryl where Rl-heteroaryl is 

as defined above, 

(11) -CO-Ri -heterocycle where Rl-heterocycle is 

as defined above, 

(12) -CO-R N -4 where R N _ 4 is morpholinyl , 
thiomorpholinyl, piperazinyl, 
piperidinyl or pyrrolidinyl where 
each group is unsubstituted or 
substituted with one or two C3.-C3 
alkyl , 

(13) -CO-0-R N -5 where R N _ 5 is: 

(a) Ci-C 6 alkyl, or . 

(b) - (CH 2 ) 0-2- (Ri-aryi) where Ri- a 

ryl -L o 

as defined above, 

(14) -S0 2 -NR N _ 2 R N _ 3 where R N - 2 and R N -3 are 
as defined above, 

(15) -SO- (Ci-C 8 alkyl) , 

(16) -S0 2 -(C 3 -C 12 alkyl) , 

(17) -NH-CO-0-R N -5 where R N . 5 is as 
defined above, 

(18) -NH-CO-N(Ci-C 3 alkyl) 2 , 

(19) -N-CS-N(Ci-C 3 alkyl) 2 , 
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above, 



defined above, 

above, 

above, 

defined above, 
defined above, 
above, 



(20) -N(Ci-C 3 alkyl) -CO-R N -5 where R N _ 5 is 
as defined above, 

(21) -NR n _2Rn-3 where R N -2 and R N - 3 can be 
the same or different and are as 
defined above, 

(22) -R N -4 where R N _ 4 is as defined 

(23) -0-CO-(Ci-C 6 alkyl), 

(24) -0-CO-N(Ci-C 3 alkyl) 2/ 

(25) -0-CS-N(Ci-C 3 alkyl) 2 , 

(26) -0- (Ci-C 6 alkyl) , 

(27) -0-(C 2 -C 5 alkyl) -COOH, or 

(28) -S- (Ci-C 6 alkyl) , 

(C) -RN-aryi-RN-aryi where -RN-aryi is as defined above, 

(D) _ RN-aryl~RN-heteroaryl Where -RN-aryl and "RN-heteroaryl 

are as defined above, 

(E) _ RN-heteroaryl~RN-aryl where -RN-aryl and -RN-heteroaryl 

are as defined above, 

(F) -RN-heteroaryl~RN-heteroaryl where RN-heteroaryl is as 

(G) -RN-aryi-0-R N -aryi where -R N -aryi is as defined 

(H) -RN-aryi-S-R N -aryi where -R N -aryi is as defined 

(I) -R N -heteroaryl 0 RN-heteroaryl where RN-heteroaryl is as 
(J) - RN-heteroaryl~S-RN-heteroaryl where RN-heteroaryl is as 

(K) -RN-aryi"CO-R N - ar yi where -R N -aryi is as defined 
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(L) _ RN-aryl~CO-R N _heteroaryl where -RN-aryl and RN-heteroaryl 

are as defined above, 
(M) -RN-aryi _ S02-RN-aryi where -RN-aryi is as defined 

above, 

(N) "RN-heteroaryl^CO-Rfj-heteroaryl where RN-heteroaryl is as 

defined above, 

(0) ~RN-heteroaryl~SC>2 - RN-heteroaryl where RN-heteroaryl i s a S 

defined above, 
(P) -R N -aryi-0- (Ci-Cs alkyl)-<|> where R N - a r y i is as 

defined above, 

(Q) -RN-aryi-S- (Ci-Ca alkyl)-<|) where R N - a r y i is as 

defined above, 

(R) "RN-heteroaryl-O- (Ci-C 8 alkyl)-<|> where Rw-heteroaryl 

is as defined above, or 

(S) -R N -heteroaryl-S- (Ci-C 8 alkyl)-<|) where R N -heteroaryl 

is as defined above, 



(II) A-X N - where X N is -CO-, 

wherein A is 

(A) -T-E-(Q) m ., 

(1) where -T is 




where 

(a) x =1 when y = 1 and x 

0, 

(b) m is 0, 1, 2 or 3, 



2 when y = 
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(c) the values of x and y vary 
independently on each carbon when m 
is 2 and 3, and 

(d) R 1 1 1 varies independently on each 
carbon and is H, (C1-C2) alkyl, 
phenyl, or phenyl (C1-C3) alkyl; 

(2) -E is 

(a) C1-C5 alkyl, but only if m f does not 

equal 0, 

(b) methylthioxy (C 2 -C 4 ) alkyl, 

(c) an aryl group having 5 to 7 atoms 
when monocyclic or having 8 to 12 atoms 
when fused, 

(d) a heterocyclic group having 5 to 7 
atoms when monocyclic or having 8 to 12 
atoms when fused, 

(e) a mono or fused ring cycloalkyl 
group having 5 to 10 carbon atoms, 

(f) biphenyl, 

(g) diphenyl ether, 

(h) diphenyl ketone, 

(i) phenyl (Ci-Cs) alkyloxyphenyl, or 
( j ) Ci-C 6 alkoxy; 

(3) -Q is 



(a) 


Cr 


-c 3 


alkyl, 


(b) 


Cr 


-c 3 


alkoxy, 


(c) 


Cr 


-c 3 


alkylthioxy, 


(d) 


Cr 


-c 6 


alky lacy lamino, 


(e) 


Cr 


-c 6 


alkylacyloxy , 
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(f) amido (including primary, Ci-Ce 
alkyl and phenyl secondary and 
tertiary amino moieties) , 

(g) C1-C6 alkylamino 

(h) phenylamino, 

(i) carbamyl (including Ci-Ce alkyl and 
phenyl amides and esters), 

(j) carboxyl (including C1-C6 alkyl and 

phenyl esters) , 
( k) carboxy (C 2 -C 5 ) alkoxy, 
(1) carboxy (C 2 -C5) alkylthioxy, 
(m) heterocyclylacyl , 
(n) heteroarylacyl, or 
(o) hydroxyl; 
(4) m' is 0, 1, 2 or 3; 



(B) -E (Q) m . . wherein E and -Q are as defined as 
above and m" is 0, 1, 2, or 3; 

(C) -T-E wherein -E and -Q are as defined as 
above; or 

(D) -E wherein -E is as defined as above; 

(III) -CO- (Ci-C 6 alkyl) where alkyl is unsubstituted or 
substituted with one or two: 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -CO-0»R N _8 where R N _ 8 is -H, Ci-C 6 alkyl or -cj), 

(E) -CO-NR n - 2 Rn-3 where R N - 2 and R N _ 3 are the same or 
different and are as defined above, 

(F) -CO-R N -4 where R N _ 4 is as defined above, 

(G) -S0 2 - (Ci-C 8 alkyl) , 
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(H) -S0 2 -NR n - 2 Rn-3 where R N _ 2 and R N -3 are the same or 
different and are as defined above, 

(I) -NH-CO- (Ci-C 6 alkyl), 

(J) -NH-CO-0-R N _8 where R N _ 8 is as defined above, 
(K) -NR n . 2 Rn-3 where R N -2 and R N _ 3 are the same or 

different and are as defined above, 
(L) -Rn-4 where R N -4 is as defined above, 
(M) -0-CO-(Ci-C 6 alkyl), 

(N) -0-CO-NR n _ 8 Rn-8 where the R N _ 8 is the same or 
different and are as defined above, or 

(0) -0-(Ci-C 5 alkyl) -C00H, 

(IV) -CO- (C1-C3 alkyl) -0- (C1-C3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -C0-0-R N - 8 where R N - 8 is -H, Ci-C 6 alkyl or -<t>, 

(E) -CO-NR N _ 2 R N _3 where R N - 2 and R N _3 are the same or 
different and are as defined above, 

(F) -C0-R N -4 where R N _ 4 is as defined above, 

(G) -S0 2 - (Ci-Ce alkyl) , 

(H) -S02-NR N - 2 R N _ 3 where R N - 2 and R N -3 are the same or 
different and are as defined above, 

(1) -NH-CO- (Ci-Ce alkyl), 

(J) -NH-C0-0-R N _8 where R N - 8 is as defined above, 
(K) -NR N _ 2 R N _3 where R N - 2 and R N _ 3 are the same or 

different and are as defined above, 
(L) -R N -4 where R N - 4 is as defined above, 
(M) -0-C0- (Ci-C 6 alkyl) , 

(N) -0-CO-NR N _ 8 R N _8 where the R N - 8 are the same or 
different and are as defined above, or 
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(0) -0-(Ci-C 5 alkyl)-C00H, 

(V) -CO- (C1-C3 alkyl) -S- (C1-C3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -C0-0-R N -8 where R N _ 8 is -H, Ci-C 6 alkyl or -<|>, 

(E) -CO-NR N _ 2 R N _ 3 where R N _ 2 and R N _3 are the same or 
different and are as defined above, 

(F) -C0-R N _4 where R N _ 4 is as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl) , 

(H) -S0 2 -NR n - 2 Rn-3 where R N _ 2 and R N _ 3 are the same or 
different and are as defined above, 

(1) -NH-CO- (Ci-C 6 alkyl), 

(J) -NH-C0-0-R N -8 where R N -8 is as defined above, 
(K) -NR n _ 2 Rn-3 where R N _ 2 and R N _ 3 are the same or 

different and are as defined above, 
(L) -Rn-4 where R N _ 4 is as defined above, 
(M) -0-C0- (Ci-C 6 alkyl) , 

(N) -0-C0-NR N _ 8 R N - 8 where the R N _ 8 are the same or 

different and are as defined above, or 
(0) -0-(Cx-C 5 alkyl) -C00H, 

(VI ) -CO-CH (- (CH 2 ) 0-2~O~Rn-10) " (CH 2 ) 0-2 _ RN-aryl/RN-heteroaryl) 

where R N -ar y i and RN-heteroaryi are as defined above, 
where Rn-io is: 

(A) -H, 

(B) Ci-C 6 alkyl, 

(C) C3-C7 cycloalkyl, 

(D) C 2 -C 6 alkenyl with one double bond, 

(E) C 2 -C 6 alkynyl with one triple bond, 

(F) Ri-aryi where Ri-aryi is as defined above, or 
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( 



(G) R N -heteroaryi where Rw-heteroaryi is as defined 

above; 

where B is -0-, -NH- , or -N(Ci-C 6 alkyl)-; 
where R c is: 

-f£j ^^^ ) alkyl - K^ in which; 

^Ar) — the alkyl chain io unoubotitutcd or 

oubotitutcd with one — Q¥tr 

-fB-) — the alkyl chain io unoubotitutcd or 

oubotitutcd with one C^ -G^ alkoxy unoubotitutcd 
or oubotitutcd with 1 - 5 — F7- 

(-G-) — the alkyl chain io unoubotitutcd or 

oubotitutcd with one — O-cj), 

H9-) — the alkyl chain io unoubotitutcd or 

oubotitutcd with 1 - 5 FV 

-ffr) — the alkyl chain io unoubotitutcd or 

oubotitutcd with a combination of up to three 
atomo of oxygen and oulfur each ouch atom 
replacing one carbon, 
•W) — each K io: 

(1) H, 

(2) Cy -€ a alkyl, 

(3) C ±-G z alkoxy, 

( 4 ) C ±- % alkylthioxy, 

(-5-) — €s- alkylaoylamino, 

(-6-) — alkylacyloxy, 

-f3-) — amido 

-{-©-) — Si— Ch alky lamino 
— phcnylamino, 

(10) — carbamyl 

( 11 ) — carboxyl 
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(12) — carboxy (Cz -G $) alkoxy, 

(13) — carboxy (C ^ -C5 ) alkylthioxy , 
( 1 4 ) — hotcrocyclylacyl , 

(15) — hctcroarylacyl, 

(16) — amino unoubotitutcd or oubotitutcd 
with C y€ $ alkyl, 

( 17 ) — hydroxyl, — 
( 18 ) — carboxyl methyl cotcr; 
(II) — (-GH^o^— J — H — K^-)-Q-3-*^r-3 where K io ao defined 
above and J is : 

-fft} — a 5 to 7 atom monocyclic aryl group, 

ffr) — a 8 to 12 atom multicyclic aryl group, 

(-G-) — a 5 to 7 atom heterocyclic group, 

(-&-) — a 8 to 12 atom multicyclic heterocyclic 

group, — 

-ffr) — a 5 to 10 atom monocyclic or multicyclic 
cycloalkyl group; 



( III ) - (CH 2 ) 0-3- (C3-C7) cycloalkyl where cycloalkyl can 



be unsubstituted or substituted with one, two or 
three 

(A) C1-C3 alkyl unsubstituted or substituted with 
1, 2, 3, or 4 -F, 

-CI, -Br, or -I, 

(B) -CO-OH, 

(C) -CO-0-(Ci-C 4 alkyl), 

(D) -OH, or 

(E) Ci-C 6 alkoxy, 
fGH*H-«-©tb- 

(-eRG-^fie-yf^- Rc - aryi where Rg-x and Rp -y arc — H , C ^-G 4 

alkyl and <{> - and Rp-aryi is the same ao Rw - aryi — 
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(-GH^o-4^C hotcroaryl where 

(ft} — pyridinyl, 

(-B-) — pyrimidinyl, 

(-G-) — quinolinyl , 

(-&) — indcnyl, 

ffr) — indanyl, 

ff4 — bcnzothiophcnyl , 

(-&} — indolyl , 

(-H-) — indolinyl , 

(-5-) — pyridazinyl, 

— pyrazinyl , 

(4^ — iooindolyl, 

— iooquinolyl, 

(44-) — quinazolinyl, 

(-N-) — quinoxalinyl, 

— phthalazinyl, 

H?-) — iooxazolyl, 

— pyrazolyl, 

(-R-) — indolizinyl, 

(-S-) — indazolyl, 

£44 — bcnzothiazolyl, 

— bcnzimidazolyl, 

W — bcnzof uranyl, 

(-W-) — f uranyl, 

— thicnyl, 

— pyrrolyl, 

f-Z-) — oxadiazolyl, 

(ftft) — thiadiazolyl, 

(BB) triazolyl, 

(CC) totrazolyl, 

(-9D^ — 3r7 — 4 - bcnzodioxan 
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QO FU 



ma 



4^ 



fit 



WW 



45^ 



■{W 



(VII ) 



purinyl, 



oxazolopyridinyl, 



imidazopyridinyl, 



ioothiazolyl , 



naphthyridinyl, 
cinnolinyl, 



carbazolyl, 



P - carbolinyl, 



ioochromanyl, 



chromanyl, 



f urazanyl , 



tctrahydroiooquinolinc, 



iooindolinyl, 



ioobcnzotctrahydrof uranyl, 
ioobcnzotctrahydrothicnyl , 



ioobonzothiophcnyl, 



bcnzoxazolyl, — 
pyridopyridinyl, 



G#z)~Q-4— R c - hctGrocyclo Where R € 



io the same 



(VIII) G4#€-^-H#c- a) -CO-NH-Rg-^ where and Re -^ arc 

the oamc or different and arc: 
W ih~ 



W e±-€^ alkyl, 



(C) - (C yg^- alkyl) — Rc - aryi where R C f . ary i io as 



defined above for 



"HH fGi-G^ alkyl) — Rc - hotoroaryl WhOTO Rc - hctoroaryl io QO 



defined abovc / 



(-G^-G^ -alky!) - Rc - hctorocyciG where R € 

ao defined above, 
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-(-F-) Rc-hGtoroQrvi where R c hctcroaryi is as defined 



abOVC, 

(-€-) Rc - hGtcrocycic where Rc - hotorocyoio io ao defined 

above , 

m ^f^-Ofty- 



— ■ (CH ^f^-4-RG-4- (CH ^-)-^-4-R c^ - ar y i where Rq ^-htS — 9—r 

S-7 Ntt €Hr 

- NHR e-s- — where R&-$ io C ±— alkyl, — and where 

R c - aryi io a Q defined above, 
(-54 (^^^-4— Rg- 4 " (CH^ -)-^-4— Rc - hotoroaryi where R e-4 and 

^ c - hctcroaryi arc aQ defined above, — 

f^) — - Rc - aryi where R C f - Q ryi io a o defined above, 

and where Rg-^ io: 

W — 4^ 

W G±-€^ alkyl, 



-K^) R c^ - aryi where R C r - ary i io as defined above, 

-fB") ftc - hotoroaryl Where Rc - hctcroaryl io ^0 defined 



above, 



-£&) R c - hctGrocyolo whorC Rc - hGtorooyalc io QO defined 



above, 



(^) £€y€- 4 alkyl) — Rc - aryi where Rc - aryi io as 

defined above, 

(-€-) f€^.-G 4 alkyl) R c . hctcroaryi Where R C hotcroaryl 10 QQ 

defined above, — 

(4f) ^-€4 alkyl) - Rc - hctGrocyclG Where Rc - hGtorooyclo — ^-6- 

ao defined above, 



■4*39 CH(4)) ^- 



cyclopcntyl or - cyclohcxyl ring fuocd to a phenyl 

or hctcroaryi ring where hctcroaryi io ao defined 
above and phenyl and hctcroaryi arc unoubotitutcd 
or oubotitutcd with one, — two or three: 
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(A) d -G z alkyl, 

m — e^i- 

F, CI, Br and — £7- 

(D) C i-G z alkoxy, 

m OG¥i- 

m NWst 

(GJ OH, or 

m — s^t- 

f*t) Gtf a C=CH; 

fgHgfe-t-GtHW— f€Ha-h>-3 : <|> where R e-^-jrS-h 

(A) OH, or 

(B) -CHy -QHf- 

(XIII) CH( (|)) CO 0(Cy -€3 alkyl); 

fXiVJ CH( - CH a OH) CH ( OH) 4> NO g»- 

(*V^ f€H- a fa- 0 - (CHa fra-QHj- 

fX¥i-) GH a ' NH CH^ CH ( 0 CH a -€H^fa^ 

(XVII) C€y-G ») alkynyl; or 

(XVIII) Hi- or a pharmaceutical^ acceptable salt 

thereof . 



50. (Original) The method of claim 49, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about O.lnM to about 2 00|0,M . 

51. (Original) The method of claim 50, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOnM to about lOO^M. 
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52. (Original) The method of claim 51, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOOnM to about 50^M. 



53. (Original) The method of claim 52, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about ljaM to about 10pM. 

54. (Currently Amended) The method of claim 49, wherein said 
thcroapcutic therapeutic amount is in the range of from about 
0.1 to about 1000 mg/day. 

55. (Currently Amended) The method of claim 4 9, wherein said 
thQrcapcutic therapeutic amount is in the range of from about 15 
to about 1500 mg/day. 

56. (Currently Amended) The method of claim 55, wherein said 
thcrGapcutic therapeutic amount is in the range of from about 1 
to about 100 mg/day. 

57. (Currently Amended) The method of claim 56, wherein said 
thcrcapcutic therapeutic amount is in the range of from about 5 
to about 50 mg/day. 

58. (Original) The method of claim 49, wherein said disease is 
Alzheimer 1 s disease . 



59. (Currently Amended) The method of claim 49, wherein said 
disease is Mild Cognitive Impairment, Down's Syndrome, or 
Hereditary Cerebral Hcmmorrhagc Hemorrhage with Amyloidosis of 
the Dutch Type. 
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60-98. 



(Canceled) 



99. (New) A method according to claim 49, wherein the 

compound is 

N- [ (IS, 2S, 4R) -1- (3, 5-Difluorobenzyl) -4- (syn, syn) -(3,5 
dimethoxycyclohexylcarbamoyl) -2-hydroxyhexyl] -N,N- 
dipropylisopha thai amide; 

N- [4- (R) - (Cyclohexylmethyl-carbamoyl) -1- (S) - ( 3 , 5-dif luoro- 
benzyl) -2- (S) -hydroxy-hexyl] -N,N-dipropyl-isophthalamide; 

4- ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - ( 3-dipropyl carbamoyl - 
benzoylamino) -2- (R) -ethyl-4- (S) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid methyl ester; 

4- (anti) - ( [ 6- (3, 5-Dif luoro-phenyl ) -5- (S) - ( 3-dipropylcarbamoyl- 
benzoylamino) -2- (R) -ethyl-4- (S) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- {anti) - ( [6- (3, 5-Dif luoro-phenyl ) -5- (S) - ( 3-dipropylcarbamoyl- 
benzoylamino) -4- (5) -hydroxy-2- (R) -methyl-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- {anti) - ( [ 6- (3, 5-Dif luoro-phenyl ) -5- (S) - ( 3-dipropylcarbamoyl- 
benzoylamino) -4- ( S) -hydroxy-2- (i?) -propyl-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- {anti) - ( [6- (3, 5-Dif luoro-phenyl ) -5- (S) - ( 3-dipropylcarbamoyl- 
benzoylamino) -4- (S) -hydroxyl-2- (R) -isobutyl-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid; 

4- {anti) - {[ 6- (3, 5-Dif luoro-phenyl) -5- (S) - ( 3-dipropylcarbamoyl- 
benzoylamino) -4- (S) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- {anti) - ( [2- (J?) -Benzyl- 6- ( 3 , 5-dif luoro-phenyl ) -5- ( S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid; 
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4- (anti) - ( [6- (3, 5-Dif luoro-phenyl ) -5- (S) - ( 3-dipropylcarbamoyl- 
5-methyl-benzoylamino) -2- (R) -ethyl-4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid; 

4- (anti) - ( [6- (3, 5-Dif luoro-phenyl ) -5- (S) - ( 3-dipropylcarbamoyl- 
5-methyl-benzoylamino) -2- (R) -ethyl-4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid methyl ester; 

4- (anti) -{ [6- (3, 5-Dif luorophenyl) -5- ( S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -methyl } cyclohexanecarboxylic acid; 

N- [ (IS, 2S, 4R) -1- (3, 5-Dif luorobenzyl) -4- (syn, syn) -(3,5- 
dimethoxycyclohexylcarbamoyl) -2-hydroxyhexyl ] -N,N- 
dipropylisophathalamide; or 

N- [4- {R) - (Adamantan-2-ylcarbamoyl) -1- (5) - ( 3 , 5-dif luoro- 
benzyl) -2- (S) -hydroxy-pentyl] -S-methyl-W/N-dipropyl- 
isophthalamide . 

100. (New) A method for treating Mild Cognitive Impairment, 
Down's Syndrome, or Hereditary Cerebral Hemorrhage with 
Amyloidosis of the Dutch Type comprising administering an 
effective amount of the formula 



(I) Ci-C 6 alkyl, unsubstituted or substituted with one, 
two or three Ci~C 3 alkyl, -F, -CI, -Br, -I, -OH, - 
NH 2 , -C-N, -CF 3 , or -N 3 , 

(II) -(CH 2 )i-2-S-CH 3 , 
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(III) -CH2-CH2-S-CH3, 

(IV) -CH 2 -(C2-C 6 alkenyl) unsubstituted or substituted 

by one -F, 

(V) - (CH 2 ) 0-3- (Ri-aryi) where Ri- ary i is phenyl, 1- 
naphthyl, 2-naphthyl, indanyl, indenyl, 
dihydronaphthyl, tetralinyl unsubstituted or 
substituted on the aryl ring with one or two of 
the following substituents which can be the same or 
different: 

(A) C1-C3 alkyl, 

(B) -CF 3 , 

(C) -F, CI, -Br and -I, 

(D) C1-C3 alkoxy, 

(E) -0-CF3, 

(F) -NH 2 , 

(G) -OH, or 

(H) -ON, 

(VI) - (CH 2 ) ni- (Ri-heteroaryi) where n x is 0, 1, 2, or 3 and 

Rl-heteroaryl IS : 



(A) 


pyridinyl, 


(B) 


pyrimidinyl, 


(C) 


quinolinyl, 


(D) 


indenyl, 


(E) 


indanyl, 


(F) 


benzothiophenyl, 


(G) 


indolyl, 


(H) 


indolinyl , 


(I) 


pyridazinyl, 


(J) 


pyrazinyl, 


(K) 


isoindolyl, 


(L) 


isoquinolyl, 
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[ri) 


Ljuxiicizoxxnyx f 


\ w ) 


^UXIlUXciXXIiy X f 


(D) 


pi 1 LilaXd.ZXIiyX ^ 


( P) 
\ r 1 


■1 tyii Ha 7a1 \ 7 1 
XlilXU.cl ZvJ J_y X , 


(D) 


XovJ.X.ciZCJXyX ^ 




pyxdzuxyx , 




AV3 7 a1 \7 1 


\ 1 ) 


unxazoxyx , 


( n \ 


xriciuxxzxnyx f 


\ v ) 


lnas zoxyx f 


/ Ta7 \ 

I w ; 


benzothiazolyl f 


(a) 


benzimidazolyl , 


( Y \ 


ITS on 7 -pin v* 3 r> ^ 7 1 

jjeiizoxuxciriyx, 




ruidnyi f 




cnienyi f 




pyx xoxyx / 




UXaUldZOiyi, 


/nn\ 


thiadiazolyl f 




LXXd-ZOXyX, 


\ £ £ j 


LcLXdZvJXyX ^ 


( C(Z \ 
\ \JK3 } 


±, h jjenzouxoxan 


\ *in / 


puxxnyx r 


\ 1 1 ) 


oxdzoiopyr xaxnyx ^ 




imidazopyridinyl , 




XoULIlldc.U±yi ^ 


(LL) 


naDhthvr i di nvl 


(MM) 


cinnolinyl f 


/ mm ^ 


caroa zoiyi f 


(00) 


p-carbolinyl, 


(PP) 


isochromanyl, 


(QQ) 


chromanyl f 
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(RR) furazanyl, 

(SS) tetrahydroisoquinoline, 

(TT) isoindolinyl, 

(UU) isobenzotetrahydrof uranyl, 

(VV) isobenzotetrahydrothienyl , 

(WW) isobenzothiophenyl, 

(XX) benzoxazolyl, or 

(YY) pyridopyridinyl, 
where the Ri-heteroaryi group is bonded to -(CH 2 )o-3- by any ring atom 
of the parent RN-heteroaryi group substituted by hydrogen such that 
the new bond to the Ri-heteroaryi group replaces the hydrogen atom 
and its bond, where heteroaryl is unsubstituted or substituted 
with one or two: 

(1) C1-C3 alkyl, 

(2) -CF 3 , 

(3) -F, CI, -Br, or -I, 

(4) C1-C3 alkoxy, 

(5) -O-CF3, 

(6) -NH 2 , 

(7) -OH, or 

(8) -C=N, 

with the proviso that when ni is zero Ri-heteroaryi is not bonded to 
the carbon chain by nitrogen, or 

(VII) - (CH 2 ) ni- (Ri-heterocycie) where rii is as defined above 

and 

Rl — heterocycle is: 

(A) morpholinyl, 

(B) thiomorpholinyl , 

(C) thiomorpholinyl S-oxide, 

(D) thiomorpholinyl S,S-dioxide, 

(E) piperazinyl, 
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( F) homopiperazinyl , 

(G) pyrrolidinyl, 

(H) pyrrolinyl, 

( I ) tetrahydropyranyl , 
(J) piperidinyl, 

(K) tetrahydrofuranyl, or 

(L) tetrahydrothiophenyl, 
where the Ri-heterocycie group is bonded by any atom of the parent 
Ri-heterocycie group substituted by hydrogen such that the new bond 
to the Ri-heteroaryi group replaces the hydrogen atom and its bond, 
where heterocycle is unsubstituted or substituted with one or 
two : 

(1) -o, 

(2) C1-C3 alkyl, 

(3) -CF 3 , 

(4) -F, CI, -Br and -I, 

(5) C1-C3 alkoxy, 

(6) -0-CF 3 , 

(7) -NH 2 , 

(8) -OH, or 

(9) -CsN, 

with the proviso that when ni is zero Ri-heterocycie is not bonded t 
the carbon chain by nitrogen; 
where R 2 is: 

(I) -H, 

(II) Ci-C 6 alkyl, or 

(III) - (CH 2 ) 0-4-R2-1 where R 2 -i is (C 3 -C 6 ) cycloalkyl, Ri_ 

aryl Or Ri-heteroaryl Where Ri-aryl and Rl-heteroaryl are as 

defined above, 
where R N is: 

(I) Rn-i~X n - where X N is: 
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(A) -CO-, 

(B) -SO2-, 

(C) -(CR'R")i- 6 where R' and R" are the same or 
different and are -H or C1-C4 alkyl, 

(D) -C0-(CR / R // )i-6-X N _i where X N -i is -0-, -S- and - 
NR'R"- and where R' and R" are as defined 
above, 

(E) a single bond; 
where R N -i is: 

(A) R N -aryi where Rjj-aryi is phenyl, 1-naphthyl and 
2-naphthyl unsubstituted or substituted with 
one, two, three or four of the following 
substituents which can be the same or different 
and are: 

(1) Ci-C 6 alkyl, 

(2) -F, -CI, -Br, or -I, 

(3) -OH, 

(4) -N0 2 , 

(5) -CO-OH, 

(6) -CeeN, 

(7) -CO-NR N _ 2 R N -3 where R N - 2 and R N _ 3 are the 
same or different and are: 

(a) -H, 

(b) -Ci-C 6 alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH 2 , 

(c) -Ci-C 6 alkyl unsubstituted or 
substituted with one to three -F, - 
CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 
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(e) - (Ci-C 2 alkyl) - (C3-C7 cycloalkyl) , 

(f) -(Ci-Ce alkyl) -0-(Ci-C 3 alkyl), 

(g) -Ci-Ce alkenyl with one or two 

double bonds, 

(h) -Ci-C 6 alkynyl with one or two 

triple bonds, 

(i) -Ci-Ce alkyl chain with one double 
bond and one triple bond, 

(j) -Ri-aryi where Ri-aryi is as defined 

above, or 

(k) -Ri-heteroaryl where Rl-heteroaryl is as 

defined above, 

(8) -CO-(C 3 -C 12 alkyl) , 

(9) -CO-(C 3 -C 6 cycloalkyl), 

(10) -CO-Ri -heteroaryl where Rl-heteroaryl IS as 

defined above, 

(11) -CO-Ri -heterocycle where Rl-heterocycle I s a S 

defined above, 

(12) -CO-R N -4 where R N - 4 is morpholinyl , 
thiomorpholinyl , piperazinyl , piper idinyl 
or pyrrolidinyl where each group is 
unsubstituted or substituted with one or 
two C1-C3 alkyl, 

(13) -CO-0-R N -5 where R N _ 5 is: 

(a) Ci-C 6 alkyl, or 

(b) - (CH 2 ) 0-2- (Ri-aryi) where Ri- ary i is as 
defined above, 

(14) -S0 2 -NR n _ 2 Rn-3 where R N - 2 and R N . 3 are as 
defined above, 

(15) -SO- (Ci-C 8 alkyl) , 

(16) -S0 2 _(C 3 -Ci2 alkyl) , 

34 

McDonnell Boehnen Hulbert & Berghoff LLP 
300 S. Wacker Drive 
Chicago, IL 60606 
(312) 913-0001 



(17) -NH-C0-0-R N -5 where R N _ 5 is as defined 

above, 

(18) -NH-CO-N(Ci-C 3 alkyl) 2 , 

(19) -N-CS-N (C1-C3 alkyl) 2 , 

(20) -N(Ci-C 3 alkyl) -CO-R N -5 where R N _ 5 is as 
defined above, 

(21) -NR n _ 2 Rn-3 where R N - 2 and R N - 3 can be the 
same or different and are as defined 
above, 

(22) -R N - 4 where R N -4 is as defined above, 

(23) -0-CO-(Ci-C 6 alkyl), 

(24) -O-CO-N (C1-C3 alkyl) 2 , 

(25) -O-CS-N (C1-C3 alkyl) 2/ 

(26) -0- (Ci-C 6 alkyl) , 

(27) -0-(C 2 -C 5 alkyl) -C00H, 

(28) -S-(Ci-C 6 alkyl) , 

(29) Ci-C 6 alkyl unsubstituted or substituted 
with 1, 2, 3, 4, or 5 -F, 

(30) -0-(Ci-C 6 alkyl unsubstituted or 
substituted with 1, 2, 3, 4, or 5 -F, or 

(31) -(H), 

(B) -RN-heteroaryl where RN-heteroaryl is: 

(A) pyridinyl, 

(B) pyrimidinyl, 

(C) quinolinyl, 

( D) indenyl , 

(E) indanyl, 

( F) benzothiophenyl , 

(G) indolyl, 

(H) indolinyl, 

(I) pyridazinyl, 
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(J) pyrazinyl, 
(K) isoindolyl, 
(L) isoquinolyl, 
(M) quinazolinyl, 
(N) quinoxalinyl, 
(O) phthalazinyl, 
(P) imidazolyl, 
(Q) isoxazolyl, 
(R) pyrazolyl, 
(S) oxazolyl, 
(T) thiazolyl, 
(U) indolizinyl, 
(V) indazolyl, 
(W) benzo thiazolyl , 
(X) benz imidazolyl , 
(Y) benzof uranyl, 
(Z) furanyl, 
(AA) thienyl, 
(BB) pyrrolyl, 
(CC) oxadiazolyl, 
( DD) thiadiazolyl , 
(EE) triazolyl, 
(FF) tetrazolyl, 
(GG) 1, 4-benzodioxan 
(HH) purinyl, 
( II ) oxazolopyridinyl , 
( JJ) imidazopyridinyl, 
(KK) i so thiazolyl, 
(LL) naphthyridinyl, 
(MM) cinnolinyl, 
(NN) carbazolyl, 
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(00) p-carbolinyl , 

(PP) isochromanyl , 

(QQ) chromanyl, 

(RR) furazanyl, 

( SS) tetrahydroisoquinoline, 

(TT) isoindolinyl, 

(UU) isobenzotetrahydrof uranyl , 

(VV) isobenzotetrahydrothienyl, 

(WW) isobenzothiophenyl, 

(XX) benzoxazolyl, or 

( YY) pyridopyridinyl, 
where the RN-heteroaryi group is bonded by any atom of the parent R N _ 
heteroaryi group substituted by hydrogen such that the new bond to 
the Rw-heteroaryi group replaces the hydrogen atom and its bond, 
where heteroaryi is unsubstituted or substituted with one or 
two : 

(1) d-Ce alkyl, 

(2) -F, -CI, -Br, or - I, 

(3) -OH, 

(4) -N0 2 , 

(5) -CO-0H, 

(6) -CsN, 

(7) -C0-NR n . 2 Rn-3 where R N _2 and R N _3 are 
the same or different and are: 

(a) -H, 

(b) -Ci-Ce alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH 2 , 
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(c) -Ci-C 6 alkyl unsubstituted or 
substituted with 1, 2, or 3 -F, 
-CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 
(e -(C1-C2 alkyl) -(C3-C7 

cycloalkyl ) , 

(f) -(Ci-C 6 alkyl) -0-(Ci-C 3 alkyl), 

(g) -Ci-Ce alkenyl with one or two 
double bonds, 

(h) -Ci-Ce alkynyl with one or two 
triple bonds, 

(i) -Ci-C 6 alkyl chain with one 
double bond and one triple bond, 

(j) -Ri-aryi where Ri-aryi is as 
defined above, or 

(k) -Rl-heteroaryl where Rl-heteroaryl is 

as defined above, 

(8) -CO- (C3-C12 alkyl) , 

(9) -CO-(C 3 -C 6 cycloalkyl), 

(10) -CO-Ri-heteroaryl where Ri 

-heteroaryl 

as defined above, 

(11) -CO-Ri-heterocycle where Ri-heterocycle is 

as defined above, 

(12) -CO-R N -4 where R N _ 4 is morpholinyl , 
thiomorpholinyl, piperazinyl, 
piperidinyl or pyrrolidinyl where 
each group is unsubstituted or 
substituted with one or two C3.-C3 
alkyl, 

(13) -CO-0-R N -5 where R N _ 5 is: 
(a) Ci-C 6 alkyl, or 
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(b) - (CH 2 ) 0-2- (Ri-aryi) where Ri-aryi is 
as defined above, 

(14) -S0 2 -NR n _2Rn-3 where R N _ 2 and R N - 3 are 
as defined above, 

(15) -SO- (Ci-C 8 alkyl) , 

(16) -S0 2 -(C 3 -Ci 2 alkyl) , 

(17) -NH-CO-0-R N -5 where R N _ 5 is as 
defined above, 

(18) -NH-CO-N(Ci-C 3 alkyl) 2 , 

(19) -N-CS-N(Ci-C 3 alkyl) 2 , 

(20) -N(Ci-C 3 alkyl) -CO-R N -5 where R N _ 5 is 
as defined above, 

(21) -NR n . 2 Rn-3 where R N _ 2 and R N - 3 can be 
the same or different and are as 
defined above, 

(22) -R N -4 where R N _ 4 is as defined 

above, 

(23) -0-CO-(Ci-C 6 alkyl), 

(24) -0-CO-N(Ci-C 3 alkyl) 2 , 

(25) -0-CS-N(Ci-C 3 alkyl) 2 , 

(26) -0- (Cx-Ce alkyl) , 

(27) -0-(C 2 -C 5 alkyl) -COOH, or 

(28) -S-(Ci-C 6 alkyl) , 

(C) -RN-aryi-RN-aryi where -R N -aryi is as defined above, 

(D) -RN-aryl _ RN-heteroaryl where -RN-aryl and - RN-heteroaryl 

are as defined above, 

(E) ~RN-heteroaryl~RN-aryl Where -RN-aryl and ~RN-heteroaryl 

are as defined above, 

(F) -RN-heteroaryl~RN-heteroaryl Where RN-heteroaryl is as 

defined above, 
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above, 
above, 

defined above, 
defined above, 
above, 



above, 



(G) -RN-aryi-O-RN-aryi where -RN-aryi is as defined 

(H) -RN-aryi-S-R N -aryi where -RN-aryi is as defined 

(I) ~RN-heteroaryl~0~RN-heteroaryl Where RN-heteroaryl 1S as 
(J) ~RN-heteroaryl~S-RN-heteroaryl Where RN-heteroaryl IS as 

(K) -RN-aryi-CO-R N -aryi where -R N -aryi is as defined 

(L) - RN-aryl~CO-R N -heteroaryl Where "RN-aryl and RN-heteroaryl 

are as defined above, 
(M) -RN-aryi~S02-RN-aryi where -RN-aryi is as defined 

(N) -RN-heteroaryl~CO-R N _heteroaryl Where RN-heteroaryl IS as 

defined above, 

(0) -RN-heteroaryl~S02-RN-heteroaryl Where RN-heteroaryl is as 

defined above, 
(P) -RN-aryi-0- (Ci-C 8 alkyl)-(|) where R N -aryi is as 

(Q) -RN-aryi-S- (Ci-Cs alkyl)-<|) where R N -aryi is as 

(R) -R N -heteroaryl-0- (Ci-C 8 alkyl)-<|> where R N -heteroaryl 

is as defined above, or 

(S) -R N -heteroaryl-S- (Ci-C 8 alkyl)-<|> where R N -heteroaryl 

is as defined above, 

(II) A-X N - where X N is -CO-, 

wherein A is 

(A) -T-E-(Q) m ., 

(1) where -T is 



defined above, 
defined above, 
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where 

(a) x =1 when y = 1 and x = 2 when y = 

0, 

(b) m is 0, 1, 2 or 3, 

(c) the values of x and y vary 
independently on each carbon when m 
is 2 and 3, and 

(d) R 1 1 1 varies independently on each 
carbon and is H, (Ci-C 2 ) alkyl, 
phenyl, or phenyl (C1-C3) alkyl ; 



equal 0, 



(2) -E is 

(a) C1-C5 alkyl, but only if m' does not 

(b) methylthioxy (C 2 -C 4 ) alkyl, 

(c) an aryl group having 5 to 7 atoms 
when monocyclic or having 8 to 12 atoms 
when fused, 

(d) a heterocyclic group having 5 to 7 
atoms when monocyclic or having 8 to 12 
atoms when fused, 

(e) a mono or fused ring cycloalkyl 
group having 5 to 10 carbon atoms, 

(f) biphenyl, 

(g) diphenyl ether, 

(h) diphenyl ketone, 

(i) phenyl (Ci-C 8 ) alkyloxyphenyl, or 

41 

McDonnell Boehnen Hulbert & Berghoff LLP 
300 S. Wacker Drive 
Chicago, IL 60606 
(312) 913-0001 



( j ) Ci-C 6 alkoxy; 

(3) -Q is 

(a) C1-C3 alkyl, 

(b) C1-C3 alkoxy, 

(c) C1-C3 alkylthioxy, 

(d) C1-C6 alkylacylamino, 

(e) C1-C6 alkylacyloxy, 

(f) amido (including primary, Ci-Ce 
alkyl and phenyl secondary and 
tertiary amino moieties) , 

(g) Ci-Ce alkylamino 

(h) phenylamino, 

(i) carbamyl (including Ci~C 6 alkyl and 
phenyl amides and esters), 

(j) carboxyl (including Ci-C 6 alkyl and 

phenyl esters) , 
( k) carboxy (C2-C5) alkoxy, 
(1) carboxy (C 2 -C5) alkylthioxy, 
(m) heterocyclylacyl , 
(n) heteroarylacyl, or 
(o) hydroxy 1; 

(4) m f is 0, 1, 2 or 3; 



(B) -E(Q) m <« wherein E and -Q are as defined as 
above and m" is 0, 1, 2, or 3/ 

(C) -T-E wherein -E and -Q are as defined as 
above; or 

(D) -E wherein -E is as defined as above; 



(III) -CO- (Ci~C 6 alkyl ) where alkyl is unsubstituted or 
substituted with one or two: 
(A) -OH, 
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(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -C0-0-R N -8 where R N . 8 is -H, Ci-C 6 alkyl or -<j>, 

(E) -CO-NR N _ 2 R N _ 3 where R N - 2 and R N _ 3 are the same or 
different and are as defined above, 

(F) -C0-R N _4 where R N _ 4 'is as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl) , 

(H) -S0 2 -NR N . 2 R N - 3 where R N _ 2 and R N _ 3 are the same or 
different and are as defined above, 

(I) -NH-CO- (Ci-C 6 alkyl), 

(J) -NH-C0-0-R N -8 where R N _ 8 is as defined above, 
(K) "NR N - 2 R N -3 where R N - 2 and R N _ 3 are the same or 

different and are as defined above, 
(L) -R N -4 where R N _ 4 is as defined above, 
(M) -0-CO-(Ci»C 6 alkyl), 

(N) -0-CO-NR N _ 8 R N _ 8 where the R N - 8 is the same or 
different and are as defined above, or 

(0) -0-(Ci-C 5 alkyl) -C00H, 

(IV) -CO- (C1-C3 alkyl) -0-(Ci-C 3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -C0-0-R N - 8 where R N _ 8 is -H, Ci-C 6 alkyl or -cf), 

(E) -CO-NR N _ 2 R N _3 where R N _ 2 and R N _ 3 are the same or 
different and are as defined above, 

(F) -C0-R N -4 where R N - 4 is as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl) , 

(H) -S0 2 -NR N _ 2 R N - 3 where R N _ 2 and R N - 3 are the same or 
different and are as defined above, 

(1) -NH-CO- (Ci-C 6 alkyl), 
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(J) -NH-CO-0-R N - 8 where R N _ 8 is as defined above, 
(K) -NR n _ 2 Rn-3 where R N _ 2 and R N _ 3 are the same or 

different and are as defined above, 
(L) -R N -4 where R N - 4 is as defined above, 
(M) -0-C0- (Ci-C 6 alkyl) , 

(N) -0-CO-NR n _ 8 Rn-8 where the R N - 8 are the same or 
different and are as defined above, or 

(0) -0-(Ci-C 5 alkyl) -C00H, 

(V) -CO- (C1-C3 alkyl) -S- (C1-C3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -C0-0-R N -8 where R N - 8 is -H, Ci-C 6 alkyl or -<|>, 

(E) -CO-NR n . 2 Rn-3 where R N _ 2 and R N _ 3 are the same or 
different and are as defined above, 

(F) -C0-R N -4 where R N _ 4 is as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl) , 

(H) -S0 2 -NR n _ 2 Rn-3 where R N - 2 and R N -3 are the same or 
different and are as defined above, 

(1) -NH-CO- (Ci-C 6 alkyl), 

(J) -NH-C0-0-R N - 8 where R N _ 8 is as defined above, 
(K) -NR n _ 2 Rn-3 where R N _ 2 and R N _ 3 are the same or 

different and are as defined above, 
(L) -Rn-4 where R N _ 4 is as defined above, 
(M) -0-C0-(Ci-C 6 alkyl), 

(N) -0-CO-NR N _ 8 R N _8 where the R N . 8 are the same or 

different and are as defined above, or 
(0) -0-(Ci-C 5 alkyl) -C00H, 
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(VI ) -CO-CH ( - (CH 2 ) 0-2~0-Rn-1o) ~ (CH 2 ) 0-2~RN-aryl/RN-heteroaryl) 

where Rn-aryi and RN-heteroaryi are as defined above , 
where Rn-io is: 

(A) -H, 

(B) Ci-C 6 alkyl, 

(C) C3-C7 cycloalkyl, 

(D) C 2 -Ce alkenyl with one double bond, 

(E) C 2 -Ce alkynyl with one triple bond, 

(F) Ri-aryi where Ri-aryi is as defined above, or 

(G) RN-heteroaryl where Rw-heteroaryl is as defined 

above; 

where B is -0-, -NH-, or -N(d-C 6 alkyl)-; 
where R c is: 

(I) - (C1-C10) alkyl-Ki-3 in -which: 

(A) the alkyl chain is unsubstituted or 
substituted with one -OH, 

(B) the alkyl chain is unsubstituted or 
substituted with one Ci-Ce alkoxy unsubstituted 
or substituted with 1-5 -F, 

(C) the alkyl chain is unsubstituted or 
substituted with one -0-(J>, 

(D) the alkyl chain is unsubstituted or 
substituted with 1-5 -F, 

(E) the alkyl chain is unsubstituted or 
substituted with a combination of up to three 
atoms of oxygen and sulfur each such atom 
replacing one carbon, 

(F) each K is: 

(1) H, 

(2) C1-C3 alkyl, 

(3) C1-C3 alkoxy, 
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(4) C1-C3 alkylthioxy, 

(5) Ci-Ce alkylacylamino, 

(6) Ci-Ce alkylacyloxy, 

(7) amido 

(8) Ci-C 6 alkylamino 

(9) phenylamino, 

(10) carbamyl 

(11) carboxyl 

( 12 ) carboxy (C 2 -C 5 ) alkoxy, 

(13) carboxy (C 2 -C5) alkylthioxy, 

(14 ) heterocyclylacyl , 

( 15 ) heteroarylacyl , 

(16) amino unsubstituted or substituted 
with Ci-C 6 alkyl, 

(17) hydroxyl, or 

(18) carboxyl methyl ester; 

(II) - (CH 2 ) o-3-J- [ (-(CH 2 )o-3-K]i- 3 where K is as defined 
above and J is: 

(A) a 5 to 7 atom monocyclic aryl group, 

(B) a 8 to 12 atom multicyclic aryl group, 

(C) a 5 to 7 atom heterocyclic group, 

(D) a 8 to 12 atom multicyclic heterocyclic 

group, or 

(E) a 5 to 10 atom monocyclic or multicyclic 
cycloalkyl group; 

(III) - (CH 2 ) 0-3- (C3-C7) cycloalkyl where cycloalkyl can 
be unsubstituted or substituted with one, two or 
three 

(A) C1-C3 alkyl unsubstituted or substituted with 
1, 2, 3, or 4 -F, 
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-CI, -Br, or -I, 

(B) -CO-OH, 

(C) -CO-0-(Ci-C 4 alkyl) , 

(D) -OH, or 

(E) Ci-C 6 alkoxy, 

(IV) -(CH 2 ) 2 - 6 -OH, 

(V) - (CRc-xRc-y) o-4-Rc-aryi where R c - X and R c - y are -H, C1-C4 
alkyl and (J>- and Rc-aryi is the same as RN-aryi, 

(VI) - (CH2) 0-4~Rc-heteroaryl Where Rc-heteroaryl is: 





pynainyi , 




pyrimiainyi , 




quinolinyl , 


( n \ 


"l /N /™\ T T I 

lnaenyi , 


(hj) 


indanyl , 


/ T7> \ 

(F) 


benzothiophenyl , 


(G) 


indolyl , 


(H) 


indolinyl , 


(I) 


pyridazinyl , 


(J) 


pyrazinyl, 


(K) 


isoindolyl, 


(L) 


isoquinolyl, 


(M) 


quinazolinyl, 


(N) 


quinoxalinyl, 


(0) 


phthalazinyl, 


(P) 


isoxazolyl, 


(Q) 


pyrazolyl, 


(R) 


indolizinyl, 


(S) 


indazolyl, 


(T) 


benzothiazolyl, 


(U) 


benzimidazolyl, 


(V) 


benzofuranyl, 
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(W) furanyl, 

(X) thienyl, 

(Y) pyrrol yl, 

(Z) oxadiazolyl, 



/ 7\ 7\ ^ 


thiadiazolyl , 


\ J 


t ria zo_i_yi. , 


/ r*t~* \ 
(LL ) 


tetrazolyl , 


\ UU } 


X/ f± JJcXl ^ OCJ. JL CJXd.Il 


(EE ) 


niiri n vl 

k> U J_ JLilV JL ^ 


(FF) 


oxa zoloovr idinvl . 


(GG) 


imida zoDvr idinvl . 


\ L 11 1 / 


i <=i r> t* hi *i P7nl vl 


(IT) 


1 1 Q ui i Lily J L _L liy x / 


(J J) 


p "i n n n 1 i ri \/ 1 


(KK) 


r-;3 rh^ 7nl \/ 1 


/ T T \ 

\ -LjJ- 1 / 


p— carbolinyl , 


(MM ) 


isochromanyl , 


(NN) 


chromanyl , 


(OU) 


f urazanyl , 


(PP) 


tetrahydroisoquinoline, 


(QQ) 


isoindolinyl, 


(RR) 


isobenzotetrahydrof uranyl, 


(SS) 


isobenzotetrahydrothienyl, 


(TT) 


isobenzothiophenyl , 


(UU) 


benzoxazolyl, or 


(VV) 


pyridopyridinyl , 


(VII ) - 


, CH2 ) 0-4~Rc-heterocycle where Rc-h 



as Rl-heterocycle r 

(VIII) -C(Rc-i) (Rc-2) -CO-NH-Rc-3 where R c -i and R c - 2 are 
the same or different and are: 
(A) -H, 
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(B) -Ci-C 6 alkyl, 

(C) - (C1-C4 alkyl) -Rc-aryi where Rc-aryi is as 
defined above for 

Rl-arylf 

(D) - (C1-C4 alkyl) -Rc-heteroaryl where Rc-heteroaryl is as 

defined above, 

(E) -(C1-C4 alkyl) -Rc-heterocycle where Rc-heterocycle is 

as defined above, 

(F) "Rc-heteroaryl where Rc-heteroaryl is as defined 

above, 

(G) -Rc-heterocycle where Rc-heterocycle IS as defined 

above, 

(H) -(CH 2 )i- 4 -OH, 

(I) - (CH 2 ) i-4-Rc-4- (CH 2 ) 1-4-Rc-aryi where R c - 4 is -0-, - 

S-, -NH- or 

■ -NHRc-5- where R c -s is Ci-C 6 alkyl, and where 
Rc-aryi is as defined above, 

(J) - (CH 2 ) i-4-Rc-4~ (CH 2 ) 1-4-Rc-heteroaryi where R c - 4 and 

Rc-heteroaryi are as defined above, or 

(K) -Rc-aryi where Rc-aryi is as defined above, 

and where R c -3 is: 

(A) -H, 

(B) -Ci-C 6 alkyl, 

(C) -Rc-aryi where Rc-aryi is as defined above, 

(D) -Rc-heteroaryi where Rc-heteroaryi is as defined 

above, 

(E) -Rc-heterocycle where Rc-heterocycle is as defined 

above, 

(F) -(C1-C4 alkyl) -Re -aryi where Rc-aryi is as 

defined above, 
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t 



(G) -(C1-C4 alkyl) -Rc-heteroaryl where Rc-heteroaryl is as 

defined above, or 

(H) - (C1-C4 alkyl) -Rc-heterocycle where Rc-heterocycle IS 

as defined above, 

(IX) -CH((f» 2 , 

(X) -cyclopentyl or -cyclohexyl ring fused to a phenyl 
or heteroaryl ring where heteroaryl is as defined 
above and phenyl and heteroaryl are unsubstituted 
or substituted with one, two or three: 

(A) C1-C3 alkyl, 

(B) -CF 3 , 

(C) -F, CI, -Br and -I, 

(D) C1-C3 alkoxy, 

(E) -OCF3, 

(F) -NH 2 , 

(G) -OH, or 

(H) -C-N, 

(XI) -CH 2 -C=CH; 

(XII) -(CH 2 )o-i-CHRc-5-(CH 2 )o-i-<l> where R c - 5 is: 

(A) -OH, or 

(B) -CH 2 -OH; 

(XIII) -CH(-<|)) -CO-0(C!-C 3 alkyl); 

(XIV) -CH (-CH 2 -OH) -CH (-0H) -<|>-N0 2 ; 

(XV) - (CH 2 ) 2-0- (CH 2 ) 2 -OH; 

(XVI) -CH2-NH-CH2-CH (-o-ch 2 -ch 3 ) 2 ; 

(XVII) -(C 2 -C 8 ) alkynyl; or 

(XVIII) -H; or a pharmaceutically acceptable salt 
thereof . 
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101. (New) The method of claim 100, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about O.lnM to about 200jiM. 

102. (New) The method of claim 101, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOnM to about 100|aM. 

103. (New) The method of claim 101, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOOnM to about 50|iM. 

104. (New) The method of claim 103, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about IjaM to about 10j-iM. 

105. (New) The method of claim 100, wherein said 
therapeutic amount is in the range of from about 0.1 to about 
1000 mg/day. 

106. (New) The method of claim 100, wherein said 
therapeutic amount is in the range of from about 15 to about 
1500 mg/day. 

107. (New) The method of claim 106, wherein said 
therapeutic amount is in the range of from about 1 to about 100 
mg/day. 

108. (New) The method of claim 107, wherein said 
therapeutic amount is in the range of from about 5 to about 50 
mg/day . 
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109. (New) The method according to claim 100, wherein the 
compound is 

N- [ (15, 2S, 4 J?) -1- (3, 5-Dif luorobenzyl) -4- (syn, syn) -(3,5 
dimethoxycyclohexylcarbamoyl ) -2-hydroxyhexyl ] -N,N- 
dipropylisophathalamide, 

6- [6- (3, 5-Dif luorophenyl) -5- (S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -hexanoic acid, 

5- [6- (3, 5-Dif luorophenyl) -5- (S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -pentanoic acid, 

4- [6- (3, 5-Dif luorophenyl) -5- (S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -butyric acid, 

3- [6- (3, 5-Dif luorophenyl) -5- (S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -propionic acid, 

8- [6- (3, 5-Dif luorophenyl) -5- (S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- ( S) - 
hydroxyhexanoylamino] -octanoic acid, 

8- [6- (3, 5-Dif luoro-phenyl) -5- (S) - ( 3-dipropylcarbamoyl- 
benzoylamino) -2- (J?) -ethyl-4- (S) -hydroxy-hexanoylamino] -octanoic 
acid methyl ester, 

N- [4- (R) -Butylcarbamoyl-1- (S) - (3, 5-dif luoro-benzyl ) -2- (S) - 
hydroxy-hexyl] -N, W-dipropyl-isophthalamide, 
N- [1- (S) - (3, 5-Dif luoro-benzyl) -2- (S) -hydroxy-4- (R) - 
isobutyl carbamoyl -hexyl] -A^N-dipropyl-isophthalamide, 

AT- [ 4- (J?) -Benzylcarbamoyl-1- (S) - ( 3 , 5-dif luoro-benzyl ) -2- (S) - 
hydroxy-hexyl] -N, AT-dipropyl-isophthalamide, 

N- [4- (i?) - (Cyclohexylmethyl-carbamoyl) -1- (S) - ( 3 , 5-dif luoro- 
benzyl) -2- (S) -hydroxy-hexyl] -N,N-dipropyl-isophthalamide, 
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N- [1- (S) - (3, 5-Dif luoro-benzyl) -2- (S) -hydroxy- 4- (R) - (piperidine 
1-carbonyl) -hexyl] -N,N-dipropyl-isophthalamide , 

N-[l- (S) - (3, 5-Dif luoro-benzyl) -4- (R) - (2-dimethylamino- 
ethylcarbamoyl) -2- (S) -hydroxy-hexyl] Af-dipropyl- 
isophthal amide, 

N- [4- (i?) - (Butyl-methyl-carbamoyl) -1- (S) - (3, 5-dif luoro- 
benzyl) -2- (S) -hydroxy-hexyl] -N,N-dipropyl-isophthalamide, 

N- [ 1- ( S) - (3, 5-Dif luoro-benzyl) -2- (S) -hydroxy-4- (i?) - (3- 
hydroxy-propylcarbamoyl) -hexyl] -A^N-dipropyl-isophthalamide, 

4- ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - ( 3 -dipropyl carbamoyl- 
benzoyl amino) -2- (R) -e thy 1-4- (S) -hydroxy-hexanoylamino] -methyl) 
cyclohexanecarboxylic acid methyl ester, 

W- [1- (S) - (3, 5-Dif luoro-benzyl) -4- (i?) - (3-dimethylamino- 
propylcarbamoyl) -2- (S) -hydroxy-hexyl] -A^N-dipropyl- 
i s opht ha 1 amide, 

4- (anti) - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -2- (R) -ethyl-4- (S) -hydroxy- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-2- (£) -methyl- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-2- (R) -propyl- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [ 6- ( 3 , 5-Dif luoro-phenyl ) -5- ( S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxyl-2- (R) -isobutyl- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [ 6- ( 3 , 5-Dif luoro-phenyl ) -5- ( S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid, 
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4- (anti) - ( [2- (J?) -Benzyl-6- (3, 5-dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [6- ( 3 , 5-Dif luoro-phenyl ) -5- ( S) - (3- 
dipropylcarbamoyl-5-methyl-benzoylamino) -2- (i?) -ethyl-4- (S) - 
hydroxy-hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-5-methyl-benzoylamino) -2- (i?) -ethyl-4- (S) - 
hydroxy-hexanoylamino] -methyl) -cyclohexanecarboxylic acid methyl 
ester, 

N- [1- (S) - (3, 5-Dif luoro-benzyl) -2- (5) -hydroxy-4- (£) - (2- 
morpholin-4-yl-ethylcarbamoyl) -pentyl] -5~methyl-N, N-dipropyl- 
isophthalamide, 

N- [1- (S) - (3, 5-Dif luoro-benzyl) -2- (S) -hydroxy-4- (i?) - 
isobutyl carbamoyl -pentyl] -S-methyl-i^N-dipropyl-isophthalamide, 

W- [4- (£) - (2-Diethylamino-ethylcarbamoyl) -1- (S) - (3,5- 
dif luoro-benzyl) -2- (S) -hydroxy-pentyl] -5-methyl-N, AT-dipropyl- 
isophthalamide, 

N- [1- (S) - (3, 5-Dif luoro-benzyl) -2- (S) -hydroxy-4- ( j?) - 
[ ( tetrahydro-f uran-2-ylmethyl) -carbamoyl] -pentyl) -5-methyl-N,N- 
dipropyl-isophthalamide, 

N- [4- (R) - (Adamantan-2-ylcarbamoyl) -1- (S) - (3, 5-dif luoro- 
benzyl) -2- (S) -hydroxy-pentyl] -5-methyl-N, W-dipropyl- 
isophthalamide, 

N-[1-(S) - (3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- (J?) -methyl- 
5-morpholin-4-yl-5-oxo-pentyl ] -5-methyl-AT, AT-dipropyl- 
isophthalamide, 

N- [4- (R) -Benzylcarbamoyl-1- (S) - ( 3 , 5-dif luoro-benzyl ) -2- (5) - 
hydroxy-pentyl] -5-methyl-N,Af-dipropyl-isophthalamide, 
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W- [1- (S) - (3, 5-Difluoro-benzyl) -4- (R) - (4-fluoro- 
benzylcarbamoyl ) -2- (S) -hydroxy-pentyl] -5-methyl-N, N-dipropyl- 
isophthalamide, 

N- [1- (S) - (3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- (J?) - 
phenethylcarbamoyl-pentyl] -5-methyl-N, N-dipropyl-isophthalamide 

N- [1- (S) - (3, 5-Difluoro-benzyl) -4- (J?) - [ ( f uran-2-ylmethyl ) - 
carbamoyl] -2- (S) -hydroxy-pentyl ) -5-methyl-N, W-dipropyl- 
isophthalamide, or 

AT- [1- (S) - (3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- (R) - (prop-2 
ynylcarbamoyl ) -pentyl] -5-methy-N, W-dipropyl-isophthalamide . 
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